54
PHP-Ib has been associated with methylation defects in the GNAS imprinted cluster (MIM #139320), a 55 complex locus that generates 5 transcripts using alternative first exons. Gs alpha, the alpha subunit of the 56 heterotrimeric stimulatory G protein (Gsα), is the best characterized GNAS product ( Figure 1A ) (1) (2) (3) (4) (5) (6) .
57
Contrarily to the other GNAS products, Gsα promoter is not differentially methylated and Gsα 58 expression occurs from both alleles in most tissues, albeit in some tissues, including proximal renal tubules,
59
pituitary, gonads and thyroid, this gene is transcribed predominantly from the maternal allele (7-13). Gsα 60 tissue-specific imprinting is assumed to be controlled by the upstream A/B differentially methylated region 61 (DMR) , that likely has cis-acting, methylation-sensitive and tissue-specific negative regulatory elements for the 
83
In the present study we report the clinical, biochemical and molecular analysis of a PHP-Ib patient with 
91

Patient
92
The proband, a 21-yr-old Italian male, was diagnosed as affected by Pseudohypoparathyroidism at the age of 13- 
122
We investigated the presence of known STX16 deletions on genomic DNA by multiplex PCR, as 123 previously described (12). Briefly, multiplex PCR was performed using two pairs of primers for both 3-kb and 
177
To confirm this finding we performed Southern Blot analysis and we analyzed parent's DNA. Southern
178
Blot confirmed a 50% signal reduction in the index compared to a wild-type control (Supplementary Figure 1) .
179
Moreover, we found that also his unaffected mother carried the same deletion (data not shown), demonstrating 180 the maternal inheritance of the defect. 
322
The graph of the densitometric quantification shows a marked decrease in the index (black bar), confirming the 323 presence of a deletion removing the recognition sites for SacI and AlwI endonucleases (right panel).
